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(57) ABSTRACT

The 1mvention relates to a method for determining the enan-
tiomer ratio of trimethylcyclopentene derivatives of structure
(I), wherein 7 1s an alkyl radical having 1-10 C atoms, can be
saturated or olefinically unsaturated, straight-chained or
branched and which is substituted by an OH or CHO group,
by means of capillary gas chromatography, wherein a station-
ary phase 1s applied contaiming a compound selected from the
group of Heptakis-(2,3-d1-O-methyl-6-O-tert.-butyldimeth-
ylsily)-B-Cyclodextrin and Heptakis-(2,3-di1-O-acetyl-6-O-
tert.-butyldimethylsilyl)--Cyclodextrin and at least one pol-
ysiloxane, wherein the mixing ratio of Cyclodextrin

derivatives and polysiloxanes 1s adjusted to a value ranging
from 10:90 to 50:30.

12 Claims, No Drawings
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METHOD FOR DETERMINING THE
ENANTIOMER RATIO
TRIMETHYLCYCLOPENTENE
DERIVATIVES

FIELD OF THE INVENTION

The present invention relates to a method for determinming,
the enantiomer ratio of sandalwood odoriferous materials,
which structurally constitute trimethylcyclopentene deriva-
tives.

PRIOR ART

Sandalwood odoriferous materials are an important class
of odoriferous maternials. A large number of these odoriferous
materials 1s structurally characterized in that it contains a
4-(2,2,3-trimethylcyclopent-3-en)-1-yl residue as a joint
structural element. This structural element 1s normally linked
to an alkyl residue which may be saturated or olefinically
unsaturated, straight-chain or branched and which contains
an OH or CHO group. Said residue contains a chiral center,
namely at C-1. This means that the corresponding sandal-
wood odoriferous materials can be present as a blend of
enantiomers. Since often only one of the enantiomers 1s olfac-
torily valuable, a quick and reliable determination of the
enantiomer ratio 1s of great importance in practice. However,
no such determination has been known to date to the person
skilled 1n the art 1n the technical field at issue here.

In this regard, the following should be noted: 2-methyl-4-
(2,2,3-trimethylcyclopent-3-en-1-yl)-but-2-enol, which has a
chiral center at the C-1 of the cyclopentene ring and which 1s
commercially distributed by various manufacturers, consti-
tutes a very important synthetic sandalwood odoriferous
material; different opinions have been held in more recent
technical publications as to the question of which enantiomer
1s responsible for the distinct sandalwood odor. Buchbauer et
al. stated 1 1997 that the (R)-(+) enantiomer has a sweet,
rose-like scent, whereas the (S)-(-) enantiomer exhibits the
typical sandalwood fragrance as well as animal notes [G.
Buchbauer et al., Chiralty 1997, pp. 380-385]. On the other
hand, Bajgrowicz et al. held the opinion 1n 1998 that the
distinct sandalwood fragrance was to be attributed to the
(R)-(+) enantiomer [J. Bajgrowicz et al. Helv. Chimica Acta
1998, pp. 1349-1338]. Bajgrowicz et al. pointed out them-
selves that contrasting structure-odor-correlations have been
published 1n literature as regards 2-methyl-4-(2,2,3-trimeth-
ylcyclopent-3-en-1-yl)-but-2-enol, namely 1n the aforemen-
tioned publication of Buchbauer et al. and in EP-A-829 463.

Furthermore, Engewald et al. reported on the enantiomer
separation of a-campholene dertvatives by means of capillary
gas chromatography using permethylated cyclodextrin
phases [W. Engewald et al., Journal of Chromatography A,
1993, pp. 475-484 and pp. 485-494]. Their eflorts to separate
the enantiomers of 2-methyl-4-(3-ethyl-2,2-dimethylcyclo-
pent-3-en-1-yl)-but-3-enal and 2-methyl-4-(3-ethyl-2,2-
dimethylcyclopent-3-en-1-yl)-but-3-enol on permethylated
cyclodextrin phases remained, however, unsuccesstul. This
should also be expected in view of the results cited above with
regard to 2-methyl-4-(2,2,3-trimethylcyclopent-3-en-1-yl)-
but-2-enol, since the tested substances are structurally very
similar.
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Cyclodextrins are cyclic oligomers consisting of a-1,4-
linked glucopyranose units and have already been known
since 1891. They are formed by microbial degradation of
starch. A number of up to 12 glucose units can be attained
thereby, however, those consisting of 6, 7 and 8 monomers
(a-, B-, y-cyclodextrin) have been studied best. All of these
molecules form a kind of cone, the size of which depends on
the number of glucose units. The primary hydroxy groups at
C-6 form one edge of the cone, the secondary at C-2 and C3
form the second. Aliphatic CH-bonds prevail 1n the interior.
This arrangement leads to a molecule having a hydrophilic
outer edge and a lipophilic pocket. Since cyclodextrins are
non-toxic and biodegradable, they have found use 1n many
fields. Thus, lipophilic active ingredients of medicaments are
encapsulated in cyclodextrins in order to improve absorption
in the aqueous system of the body.

EP-A-1 031 629 describes a method for preparing stereoi-
someric carboxylic acid esters. The determination of the
absolute configuration and of the enantiomer and diastere-
omer excess 1s described 1n more detail 1n the experimental
part. In accordance therewith, the enantiomer excess of the
carboxylic acid esters was determined gas chromatographi-
cally by means of a heptakis(2,3-di-O-acetyl-6-O-TBDMS)-
B-cyclodextrin column (25 mx0.25 mm, Prof. W. A. Kénig,
University of Hamburg). The enantiomer excess of the alco-
hol was determined by gas chromatography using a heptakis
(2,3,6-tr1-O-methyl)-p-cyclodextrin  column (50 mx0.25
mm, CS-Chromatographie-Service, Langerwehe).

EP-A-997 534 describes a method for separating racemic
mixtures of arylalkylcarboxylic acid esters. The chemical and
optical purity of the compounds as compared to the racemate
were proven and/or determined by means of NMR and GC
analyses. The GC analyses were carried out by means of an
OPTIMA 5 column (25 mx0.25 mm; Macherey & Nagel,
Diiren, Germany) to determine conversion and purity, and by
means of a heptakis(2,3-di1-O-acetyl-6-O-TBDMS)-[3-cyclo-
dextrin column (25 mx0.25 mm, Prof. W. A. Koénig, Univer-
sity of Hamburg) to determine the enantiomer excess.

EP-A-829 463 describes butenols of the formula repro-
duced below:

OH

Therein, the residue X represents an alkyl group having 1 to
3 C atoms. These butenols are stated to be characterized by a
distinct sandalwood fragrance. When acknowledging prior
art, the atorementioned European patent application points
out that attempts to gas chromatographically separate the
enantiomers of 2-ethyl-4-(2,2,3-trimethylcyclopent-3-en-1-
yl)-2-butenol-1 by using a chiral column (hereinafter also
referred to as enantio-GC) have failed (c1. EP-A-829 463, p.
2, 1s. 22-24).
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DESCRIPTION OF THE INVENTION

The object of the present invention was to provide a method
permitting quick and reliable determination of the enantiomer
rat1o of sandalwood odoriferous materials containing a (2,2,
3-trimethylcyclopent-3-en-1-yl) residue as a joint structural
clement.

The subject matter of the present invention 1s a method for
determining, by means of capillary gas chromatography, the
cnantiomer ratio of trimethylcyclopentene deritvatives of
structure (1),

(D)

X

wherein Z represents an alkyl residue having 1 to 10 C atoms,
which may be saturated or olefinically unsaturated, straight-
chain or branched and which 1s substituted by an OH or a
CHO group, with a stationary phase being used containing at
least one compound selected from the group consisting of
heptakis-(2,3-d1-O-methyl-6-O-tert-butyldimethylsilyl)-[3-

cyclodextrin and heptakis-(2,3-di-O-acetyl-6-O-tert-bu-
tyldimethylsilyl)-3-cyclodextrin, and at least one polysilox-
ane, with the mixing ratio of cyclodextrin derivatives and
polysiloxanes being set to a value 1n the range of 10:90 to

50:50.

It 1s expressly noted that it 1s surprising for the person
skilled 1n the art that the aforementioned object 1s attained by
the method according to the present mnvention. While 1t 1s
known from the prior art as described above that special
substances can be analytically characterized by using enan-
t10-GC, 1t also belongs to general expert knowledge that such
special results cannot be easily transferred to other substance
classes without making an inventive contribution. This 1s also
proven by the indication 1 EP-A-829 463, which has also
been quoted previously, that attempts to separate the enanti-
omers of 2-ethyl-4-(2,2,3-trimethylcyclopent-3-en-1-yl)-2-
buten-1-ol by means of enantio-GC have failed.

The preparation of the compounds (I) 1s known to the
person skilled in the art and takes place according to synthesis
methods of organic chemistry that are known per se. A syn-
thetic pathway generally known for the important class of
4-(2,2.3-trimethylcyclopent-3-enyl)-but-2-en-1-0ls, which
may optionally be 2-alkyl-substituted and which constitute
attractive sandalwood odoriferous materials, starts from
a.-campholene aldehyde and can be implemented in a mixed
aldol condensation 1n the presence of common catalysts with
corresponding short-chain aldehydes and ketones such as, for
example, propionaldehyde, 2-butanone or 3-pentanone, with
the corresponding o, 3-unsaturated aldol condensation prod-
ucts being directly obtained via intermediary aldol conden-
sation products by the elimination of water. The reaction 1s
expediently carried out with an excess of the more reactive
and more volatile components. For example, sodium hydrox-
ide, sodium methanolate, sodium amide, potassium tert-bu-
tanolate or heterogeneous catalysts such as potassium fluo-
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ride on aluminum oxide come 1nto consideration as catalysts.
The carbonyl function of the aldol condensation products can
be selectively reduced, 1n a turther reaction, to the OH group,
for example by using complex hydrides such as lithium alu-
minum hydride, or lithium and/or sodium borohydrate. It 1s
likewise possible to reduce the CHO function of the aldol
condensation products by means of hydrogen 1n the presence
of Cu-Zn catalysts.

The stationary phase contains, 1n addition to the cyclodex-
trin derivatives to be used 1n accordance with the invention, at
least one polysiloxane, with the mixing ratio of cyclodextrin
derivatives and polysiloxanes being set to a value in the range
of 10:90 to 50:50. For the purposes of the present invention,
the mixing ratios always mean weight ratios.

The ranges of 20:80 to 50:50 and in particular 30:70 to
50:50 are particularly preterred thereby.

“SE 52” and “OV 1701-v1” constitute especially suitable
polysiloxanes. These substances are known to the person
skilled 1n the art (SE 32 consists of 5% of diphenyl polysi-
loxane and of 95% of dimethyl polysiloxane; OV 1701-vi
consists of 14% of cyanopropylphenyl polysiloxane and of
86% of dimethyl polysiloxane) and are commercially avail-

able.

The following stationary phases have proven to be particu-
larly suitable for attaining the object according to the mven-
tion:

mixtures o1 (2,3-d1-O-methyl-6-O-TBDMS)-3-CD and SE

52,

mixtures of (2,3-d1-O-acetyl-6-O-TBDMS)-p-CD and OV

1701-v1.

The layer thickness of the stationary phase 1n the GC cap-
illary 1s not critical per se and 1s set 1n particular to values 1n
the range of 0.15 um to 0.35 um. Values of approx. 0.25 um
are particularly preferred.

Preferably, a gas 1s used as carrier gas which 1s inert vis-a-
vis the sandalwood odoriferous material to be determined of
structure (I). For example, hydrogen, helium, mitrogen are
suitable. The flow rate 1s not critical per se. It 1s set in particu-
lar to values 1n the range of 1 to 5 ml/min.

The length of the capillary column 1s not critical per se and
1s preferably selected in the range of 20 to 100 m and 1n
particular approx. 30 m.

The inner diameter of the capillary column 1s not critical
per se and 1s set 1n particular to values in the range o1 0.1 to
0.53 mm. Values in the range 01 0.2 to 0.3 mm are particularly
preferred.

The material of the capillary columns 1s not critical per se,
however, Duran glass or fused silica columns are preferably
used.

The column temperature 1s preferably set to values 1n the

range of 20 to 400° C. It 1s particularly advantageous thereby
to run a temperature program. This 1s particularly important it
it 1s to be ensured that not only a partial separation of the
enantiomers occurs to a greater or lesser extent but that a good
separation—the person skilled 1n the art speaks 1n this context
ol a “base line separation”—is reliably achieved.

The cyclodextrin derivatives to be used according to the
invention are known to the person skilled 1n the art. They are
characterized by the following structure:
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Therein, the residue R, represents a tert-butyldimethylsilyl
group, and the residue R represents a methyl or acetyl group.
It can be easily seen that if R=methyl the derivative 1s heptakis
(2,3-d1-O-methyl-6-O-tert-butyldimethylsilyl)-p-cyclodex-
trin, and 1 R=acetyl the dernivative 1s heptakis(2,3-di-O-
acetyl-6-O-tert-butyldimethylsilyl)-p-cyclodextrin.  These
two substances will hereinaiter also be referred to 1n short as
(2,3-d1-O-methyl-6-O-TBDMS)-3-CD and (2,3-d1-O-acetyl-
6-O-TBDMS)-3-CD.

The following temperature program has proven to be par-
ticularly advantageous, and leads to a reliable base line sepa-
ration for the determination of the enantiomer ratio of 2-me-
thyl-4-(2,2,3-trimethylcyclopent-3-en-1-yl)-but-2-en-1-0l(1I-

a),

(I-a)

OH

with (2,3-di1-O-acetyl-6-O-TBDMS)--CD 1 OV 1701-vi1
being used as stationary phase: The mitial temperature of 40°
C. 1s maintained for 5 minutes, then heating occurs with 20°
C./min to 80° C., this temperature 1s maintained for 200
minutes, then heating occurs with 0.5° C./min to 150° C.
Numerous tests have shown that considerably worse or unus-
able results are obtained with temperature programs differing
herefrom.

The following temperature program has proven to be par-
ticularly advantageous, and leads to a reliable base line sepa-
ration for the determination of the enantiomer ratio of 2-me-
thyl-4-(2,2,3-trimethylcyclopent-3-en-1-yl)-but-2-en-1-al
(1-b).
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CH,OR;
RO O
0O

(I-b)

CHO

with (2,3-di1-O-acetyl-6-O-TBDMS)--CD 1n OV 1701-vi
being used as stationary phase: The initial temperature of 60°
C. 1s maintained for 5 minutes, then heating occurs at a
heating rate of 2° C./min to 210° C., and this temperature 1s
maintained for 10 minutes.

The following temperature program has proven to be par-
ticularly suitable, and leads to a reliable base line separation
for the determination of the enantiomer ratio of alpha-camp-

holene aldehyde (I-c),

(I-c)

CHO

with (2,3-d1-O-methyl-6-O-TBDMS)-p-CD 1n SE 32 being
used as stationary phase: The nitial temperature of 60° C. 1s
maintained for S minutes, then heating occurs at a heating rate
01 2° C./minto 210° C., and this temperature 1s maintained for
10 minutes.

The preparation of the capillary columns to be used accord-
ing to the mvention comprises several steps and occurs pret-
erably as follows: (1) high-temperature silylation (surface
deactivation): Ditlerent silanes are used individually or as a
blend as silylation agents. Use 1s made in particular of phe-
nyldimethylsilane; silylation occurs thereby with the follow-
ing temperature program: 200° C. mitial temperature, at a
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heating rate of 2° C./min to 400° C. (with glass columns) or
380° C. (with fused silica columns), the final temperature 1s
maintained for 12 hours. Following silylation, the silylation
agent 1s removed by rinsing the acid with different solvents;
(2) load: filling the column with the load with a solvent
mixture (cyclodextrin dervative and polysiloxane 1n dichlo-
romethane/pentane 1:1), evaporation of the solvent. Espe-
cially if glass columns (i.e. not fused silica columns) are used,
the atorementioned steps are preceded by the following pro-
cedure: (0-a) leaching (removal of metal 10ns from the glass
surtace): filling the column with 18% hydrochloric acid, heat-
ing to 180° C. for 15 hours; (0-b) rinsing (to remove the
leached-out metal 10ns): rinsing with 1% hydrochloric acid;

(0-c) dehydration: drying for 2 hours at 280° C.

The method 1n accordance with the ivention 1s particu-
larly suitable for determining the enantiomer ratio of the
tollowing compounds:

2-methyl-4-(2,2,3-trimethylcyclopent-3-en-1-yl)-but-2-

en-1-ol (I-a)
2-methyl-4-(2,2,3-trimethylcyclopent-3-en-1-yl)-but-2-
en-1-al (I-b)

a.-campholene aldehyde (I-c)

The determination of the enantiomer ratio of 2-methyl-4-
(2,2,3-trimethylcyclopent-3-en-1-yl)-but-2-en-1-ol (I-a) 1s
especially preferred thereby.

EXAMPLES

Example 1

Determination of the Enantiomer Ratio of Campholene Alde-
hyde:

The enantioselective capillary gas chromatography of
commercially available campholene aldehyde (substance
produced by Glidco) was carried out on a Fisons Instruments
GC 8000 gas chromatograph, equipped with a split/splitless
injector and a flame 1onization detector (carrier gas: H,, col-
umn head pressure: 95 kPa; injector temperature: 240° C.;
split flow: 30 mL/min; detector temperature: 250° C.). Sepa-
ration was achieved by means of a 30 mx0.23 mm 1d Duran
glass column loaded with a stationary phase of 30 wt. % of
heptakis(2,3-di1-O-methyl-6-O-tert-butyldimethylsilyl)-3-
cyclodextrin and 70 wt. % of SE 52 (film thickness: 0.23 um).
The temperature program was as follows: 1sothermal for 5
min at 60° C., at a heating rate of 2° C./min to a final tem-
perature of 210° C., this was maintained for 10 min.

Retention times: (S)-c.-campholene aldehyde (26.5 min)
(R)-a-campholene aldehyde (26.9 min)

Example 2

Determination of the Fnantiomer Ratio of 2-methyl-4-(2,2,
3-trimethylcyclopent-3-en-1-yl)-but-2-enal:

The enantioselective capillary gas chromatography of
2-methyl-4-(2,2,3-trimethylcyclopent-3-en-1-yl)-but-2-
enal, which was prepared from commercially available cam-
pholene aldehyde according to example 1 by condensation
with propionaldehyde, was carried out on a Fisons Instru-
ments GC 8000 gas chromatograph, equipped with a split/
splitless 1njector and a flame 10n1zation detector (carrier gas:
H.,, column head pressure: 95 kPa; injector temperature: 240°
C.; split flow: 30 mL/min; detector temperature: 250° C.).
Separation was achieved by means of a 30 mx0.23 mm 1d
Duran glass column loaded with a stationary phase of 50 wt.
% of heptakis(2,3-di1-O-acetyl-6-O-tert-butyldimethylsilyl)-
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B-cyclodextrin and 50 wt. % of OV 1701-vi1 (film thickness:
0.23 um). The temperature program was as follows: 1sother-
mal for 5 min at 60° C., at a heating rate of 2° C./min to a final
temperature of 210° C., this was maintained for 10 min.

Retention Times:

(S)-2-methyl-4-(2,2,3-trimethylcyclopent-3-en-1-yl)-but-2-
enal (51.6 min)

(R)-2-methyl-4-(2,2,3-trimethylcyclopent-3-en-1-yl)-but-2-
enal (51.8 min)

Example 3

Determination of the Enantiomer Ratio of 2-methyl-4-(2,2,
3-trimethylcyclopent-3-en-1-yl)-but-2-enol:

The enantioselective capillary gas chromatography of
2-methyl-4-(2,2,3-trimethylcyclopent-3-en-1-yl)-but-2-
enol, which was prepared by way of selective reduction of the
aldehyde precursor according to example 2, was carried out
on a Fisons Instruments GC 8000 gas chromatograph,
equipped with a split/splitless injector and a flame 10n1zation
detector (carrier gas: H,, column head pressure: 95 kPa;
injector temperature: 240° C.; split flow: 30 ml/min; detector
temperature: 250° C.). Separation was achieved using a 30
mx0.23 mm 1d Duran glass column loaded with a stationary
phase of 50 wt. % of heptakis(2,3-d1-O-acetyl-6-O-tert-bu-
tyldimethylsilyl)-3-cyclodextrin and 50 wt. % of OV 1701-v1
(film thickness: 0.23 um).

Temperature program: 1sothermal at 40° C. for 5 min, at a
heating rate o1 20° C./muin to 80° C., after a further 1sothermal
step for 200 min, at a heating rate of 0.5° C./min to a final
temperature of 150° C.

Retention Times:

(S)-2-methyl-4-(2,2,3-trimethylcyclopent-3-en-1-yl)-but-2-
enol (259.7 min)

(R)-2-methyl-4-(2,2,3-trimethylcyclopent-3-en-1-yl)-but-2-
enol (261.1 min)

The invention claimed 1s:
1. A method for determining, by means of capillary gas

chromatography, the enantiomer ratio of trimethylcyclopen-
tene dertvatives of structure (1),

(D)

wherein 7 represents an alkyl residue having 1 to 10 C atoms,
which may be saturated or olefinically unsaturated, straight-
chain or branched and which 1s substituted by an OH or CHO
group, with a stationary phase being used containing at least
one compound selected from the group consisting of hep-
takis-(2,3-d1-O-methyl-6-O-tert-butyldimethylsilyl)-B-cy-
clodextrin and heptakis-(2,3-di1-O-acetyl-6-O-tert-butyldim-
cthylsilyl)-f-cyclodextrin, and at least one polysiloxane, with
the mixing ratio of cyclodextrin derivatives and polysiloxanes
being set to a value 1n the range of 10:90 to 50:50.

2. The method according to claim 1, with the mixing ratio
of cyclodextrin derivatives and polysiloxanes being set to a
value 1n the range of 30:70 to 50:50.

3. The method according to claim 1, with compound (1)
being 2-methyl-4-(2,2,3-trimethylcyclopent-3-en-1-yl)-but-
2-en-1-ol.
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4. The method according to claim 1, with compound (I)
being 2-methyl-4-(2,2,3-trimethylcyclopent-3-en-1-yl)-but-
2-en-1-al.

5. The method according to claim 1, with compound (I)
being alpha-campholene aldehyde.

6. The method according to claim 3, with heptakis-(2,3-di-
O-acetyl-6-O-tert-butyldimethylsilyl)-p-cyclodextrin in OV
1’701-v1 being used as stationary phase.

7. The method according to claim 5, with heptakis-(2,3-di-
O-acetyl-6-O-tert-butyldimethylsilyl)-p-cyclodextrin in SE
52 being used as stationary phase.

8. The method according to claim 3, with heptakis-(2,3-di-
O-acetyl-6-O-tert-butyldimethylsilyl)-3-cyclodextrin in OV
1’701-v1 being used as stationary phase, and with the follow-
ing temperature program being run when carrying out the
chromatography: maintaining the initial temperature ot 40°

10

15

10

C. for 5 minutes, then heating with 20° C./min to 80° C., then
maintaining this temperature for 200 minutes, subsequently
heating with 0.5° C./min to 130° C.

9. The method according to claim 2, with compound (1)
being 2-methyl-4-(2,2,3-trimethylcyclopent-3-en-1-yl)-but-
2-en-1-ol.

10. The method according to claim 2, with compound (I)
being 2-methyl-4-(2,2,3-trimethylcyclopent-3-en-1-yl)-but-
2-en-1-al.

11. The method according to claim 2, with compound (I)
being alpha-campholene aldehyde.

12. The method according to claim 4, with heptakis-(2,3-
di-O-acetyl-6-O-tert-butyldimethylsilyl)-p-cyclodextrin  1n
OV 1701-v1 being used as stationary phase.

¥ ¥ H ¥ H
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